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‘1  Executive Summary Statistical

mmn-mfﬂmwmﬂrmxonemchnma]m ﬁvomblemmbubgm!m-
spansa,am!signsandsymptomsofmmhnbuhvatthemtrmaﬂte. The
prmaqmdmmsdhmdmmatthemmm&mmmthe
clinically evalmbwpo;mlatxm for protocal 018 and clinical- Tespanse in the 'mi-
cmbiobgmany evaluable: population for pm'otocoluz) A-lﬂ% Yoy bonind of

3 uf ‘_ .nmnpa.hedtoez&nmm.

Clinica!CmRaﬁes. IantomlOlSthad:ﬂ'mmderupom
(ertapenein minoa mﬁﬁm)inthedﬁnmﬂyenluabla (pes-pirotsicol} patient
population at TOC was 1% (92.3% [168/182] for ertapenem; 91.3% {184/201}
forae&rmxma)mtha%%@!of-49%m7% 'I'ked:ﬂ‘mine}iniaﬂm

tatmmthamﬁzﬁadmtent—h-m MTTT)} pom ; ; i

S T e a2 L0

Of all mie

[1897 23] ftx ertapenem; 82.1% W/Mﬁeeﬁnamne)wﬂha%%croﬁ-
9.4% t0.5.3%. Iantomlomt.hed:ﬁerenmmchnicalmmtha baics '_
ewﬂuabhpabmcpopulauonatTOCwas-ﬂ-E%(m?%[m?ﬁmlh Ttanenen

Wﬁ%[ﬁ/%]ﬁ:rna&namne)mtha%%mof-ﬁ%tom Therﬂﬁereneem
chmm.lmmtesmmaMTTwpuhumaTOGm-Z'Q%(Wm{ml]m'

ofthathreannportsnrpathogmamm 8. priewmoniac; H. influensae or M,
catasrhalis, Ihedhneslmmtamwﬁ% (86/96) (95% CI [90.5%, 98.3%])
for patients with 9. Betumonige (pmdninmuqepublemuuly), 8-1.9%-
(20/33) (95% CI [@9.2%, 938%)) for patients with H. #aflsencae: and 93.5%
(28/30) (9% [795 34%]) for paticuts with M. ‘catarrbakis at_beseling,
uabl Mmbomm 49had dcteramin
at; baseline: %h&euﬁp«mmupandmmthe eftria p. Favor:
able. microbickgics  tésponse was observed in 20/23° (87.0%) (95% C’l [88:3%,
5.4%] @ ertapensm group and 23/26(88.5%) (95%0[[70.1%,9&8%]) in
t,hece&mmegroup Spmmmmunwdforﬂonhwg X .
ISmthezrtapenemgmup Hmmeeeﬁtiaxomm Exvmablenucrobi—
ological response was: observed in 16/18 (88.9%) (95% CI [67.5%; SROK]) in the
estapenem: group, and 21/23 (91 3%) (95% CI[73.2%. 98.4%Y) in the ceftriaxone
group.
mmdmewmemdmmhmﬁhtymm
mthﬂlmtmm@orwmpmmdmthQ of moderate ot severs inten-
sity were about 5% to 8% for ertapenem and 7% to 11%. for cefiriaxone: The
dxﬁe:enm:mmgnsandsympmﬁmtdaabmtywamtmmmngmﬁ-

cant,
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2 Introduction
Ertapenen is a _2¢ng-mﬁhg'_pgtegteral 1-
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3.1 Primary Hypothesis

3.1} Study 018

It is expected that, in patients who are clinically evaluable and without' doo-
umented penicillin-resistant Streptococcis preumoniae 9% of the patients 1.
ceiving coftriavons sodivm 1'g will havea mamem ‘Tesponse at TOC,
and that the result for the ertepenem I—'gg_mugx will bie similar.

who receive ertapenem 1 g will be similar,

3.2 Secondary Hypothesis

3.2.1 Study 018

Itxs expected that; in patients who are both chmcﬂny sind s
raluable and without documented PRSP, 90%of the patieats receiving sefiri.
axone sodium 1-g will hsvebotha. clinical cure and a-fsvorable: s
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? 3.2.2 Study 020
It is expected that, in’patients who are clxmcauy evaluable and without' doc:

4  Study Design and Conduct

, Tiwo clinical trials were conduéted to support dlaimaof efficacy and tolerability
of ertapenem versus. eeftriaxcne. in the treatment. of CAP in aduits. Protocols

into 4 groups based upon defined age and severity Tisk groups, a3 defined by the

e i g«

JEp—

L RSP N

* The proportians of patients (excluding those with documinted PRSP in-
fection) with favarable clinical respanse assessments as TOC in the micro-
biologically evaluable population.

* The proportions of patients with. favorable clinical respouse assessments
i in the ciitiical MITT population and in the microbiological MITT popu-
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Iation. The MITT microbiological population included all patients with

poeumococeal infection, regardless of. penicillin suscepnhmty
« The proportion. of patienits with a favorable clinical TESpOnse aswesement at

moniaz, H. influenac and M. extarrhalis pathogens at boeeline
The primary endpoints are ‘_disp!;yed by age-and ‘severity strata. A test --.of

o oxment-by-stratum intetsction using the Breslow Day Tust of Homogeoneity

Odds Ratios (Zelen, 1971) are performed. I the nominal

< o e O o e N Ty

e R e -

treatments c_u_f' B0 Jess tha.u-lﬂ% s -used as a statistical criteria for dﬂclzmng

therapeutic equivalance. Cls other than for the primary endpomtamabnwnfor

4.3 Determination of Sample Size and Power Aualysis

e Type I error rate was get uom(mm)'l‘he'l‘y‘peﬂ
0.20, “Thie responise ate for each of the trestment gronps.

44  Evaluation of Clinical Response.

The primary efficacy pazamieter was the proportion of patients (withait PRSP
who had ‘a fivorablé clinical Tesponse assssment- st TOC. Microbiologic T
sponses other than indeférminate were classified as. favorable or unfavorable..

]
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‘Population): 182 received ertapenem and 93 cecelved ceftriaxone. In Protocs]

{LE% of the randomized

018, 209 patients were microbiclogically evalnable

Table-1: Patient sccounting of the randomized population- and percentage :of
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Table 3: - Dempg:aphxc and
randovizad poi uldgtion
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baselinie che teristics; by

Probocol 018
Ertapenem Ceftriaxone

treatment group in: the

"~ Protocol. 030

Ertapenem. Cenrxaxone'

Gender.
Male

(V'=244)

n(%)

142(58)
102(42)

2(< 1)
38(16)

(N =258)
n (%)
145 (56)
113 (44)
1(<1)
35(14)

(N=239)

(%)

(¥ = 125)

i

74(59)
51(41)

0(0)
14(11)

s o L 4

S e
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8D
Medidan:
(Range)

Strata
PSI. <3/Age< 85
P3I:£3/4 39
PSE> 3 3
PSI'>3/4¢9e>65

PSY Risk Gronp
1-3

__4~5

125451}

£3(26)
15(6)

1(< 1)
66(27)
81(33)
45 (18.4)

Bk (20 9)

5.7
200
98.0

(17-92)

137(56)
46(19)
14(6)

47(19)

182(75)

61(25)

61 (24)
17(7)
(1)
H“(21) -
94(36)
31(20)
58 (23)
573
19.7
60.5
(17-.96)

135(52)
52(20)
20(8)
51{20)

184(71)
74 (29)

176

(18 97)
124(52)

a3(22)

42 (18)

176 (74)

63.(%6)

g (5534)
22(18)
4(3)

0(0)
26 (21)
45°(38)
30 (24)
24 (19)

38:1

138

62.0

(19— 96)

66 (53)
22(18)
9(7)
28(22)

88/(70)
37 (30)
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ovone Eroup. 5. preumoniae; accounted for 41 of these bacteremize: 18 in the
ertapenem group;-and 23 mtheceﬁtmmnegmup

Tabls 4: Duration: of ‘therapy by trentmens group i the:clinically

Days on parenteral therapy . ..
0 182 201 182 93
Mean 4.9 5.1 BS 56
(SD) @.7) (26). {26). (2.8)
‘Median .40 . 490 .58 5.0

B T

Dayson IVitherapy™ oo .
uo 189 201 182 93
Mezn: .48 5.1
(D) :‘(‘;‘é’g)_ (2.6)

Days.on oral therapy
Mean 74 76 69 I3

| (D) (24) (23) e3 ea.
, Medinn 70 70 4 e
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4.9 Efficacy Ascertainment

Thapmmry eﬁcacyanalysiswas performed on' the clinjcally evaluahle and
MITT populations. Efficacy outeome aS demonstrated in the MITT population

NN N et RN

Rl i ko £ F

“here 1s ot sificient statistical basis to believe that the efficacy ¢ _

honofdmmﬁyemluablepanenm with favorable clinical TESponse.

stratified byagea.ndmmtymthe clinically evalughle population.
Tuble § displays the clinical response by age and severity strata i the mi.

o analysis submitied to the electronic database on Apil 4, 2001 In protocol
OL8, the diffeence i the clinical response rates betwen the 3 treatroent grougg,
ves 1.0% with 2 5% OF of -4.9% to 7.3%. Tn the MITT population, 80.1%

12
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Table 3: Proportion of Datients-with favorable: chx;malmspanse ssmessmett by
ge and dmease sevemy i the chmcazlv evaluable ""optuaiacm af: tat-o{-cme

: : . (N=13y) (N=201)
PSI<3/Age<65 92/101 91.1(85:5, 96. 7) 100/108 926(87.5,97:6)
PSI<S/Age>65  36/37- -97.3(92.0,100) 4/36 94.4(369; 100)
PSI>3/Age<§s 9/8° 100 (66:4;100) 16/18  83.3(65.6,100)
PSI>8/8ge>65 31/35‘ 88.6(77.9,99.3) 4/39  87.2(76.5,97.8)
Jeral __183/182- 923(884, 0] 91.3(87:1,95.0)

-1.5

16 7
1.4- .
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omonstraied s -
F«Pmtmmzomc;j*"*“ the

d.lmcal

treatment. amm o810 6 14 days.

Asamduyeﬁimoymbhmm&pmw;_mépwd Simically

evaluable patients with: afavorablechmcalresponse-messmentgt the discontin-

uation of parersteral. therapy visit was evaluated to provide some evidence of the-

13

a. chmcal sum rate o{'a_.baut'-%%‘in the dmwa.lly :
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Toble 6: P L of patients wick favocable cliical respoiase sscese it by
age‘and disease s i o Iniczobiologically evaluabie poprlats . 5t test:
chcure

'Stra\‘-&'- -
PSI«:.?/Ages&& 47/50 940(838,98.3) 22/ 100 (86.1 100} 6.0
PSI<3/Age>85  17/19 89:5(68.5,88.1) 10/11 90.9(61.0,99.5) -1.4
PSI»3/Age<s  Of12: 75.0(45.0,928)  3/4. 7&0(24.5. 98.7) 0:0.
PSE >3/ Age> 65 18/19 %7(7&6.99.7) 10/12 83:3(55.0,97.0)
] _91L0(839,854) -45/40  91.8(81:5,972)

AR e e e

pﬂm

M?*P&upmﬁonafpahmmweeﬂﬂdmmﬁmrmé

ozumzmue 2. 923 01 913 LO (—4.9,7.0)
Clisical MITT 235 801 250 81  _20(-9483)

Citnécol Buchuable 162 917 93 925 08 (~68,82)
Chinical MITT 297 79.7 121 828 —29 (—9.3.5:4)

14
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-20 (~9:8,5.6)

T 1% 08 8 88 -g6(-15,108
waluzble: 100 91.0 49 92.0 ~10 {~11.5,10.4)

one group. Fur M. catarvhelis, favarable dlinica]
:28/20 patients (93.3%, 95% CL [79.5,98.81)) in the'

at baseline: Z‘Iintheertapmmgmup end % in the cofiriaxone gmup. Fevor-
able microbiological respornise was, observed in 20/23 (87.0%) in the ertapenem
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| BT LS BOBYLY 5357 930 (33.0.976)
17/21 810(802,8%3) 23/28 957 (50.2,90.8)
/10 $0.0(892,100) 1518 83.3(50.0,95.3)

" A3/40 878(784,945) /7 100(86:2,100)
pensae  12/12 100(754,100)  8/8  100(85.1,100)
oalorvhalis 18720 00.0 (63.5,982) 770 77-3(44.2,859)
tocols 018 and 020 Combined

&‘ R

ie? 96/96 806 (823,948 T/ 93.7(85.9,97.5)

B

933 (79.5,988) 22/97° 31.5(63:8, 92.4)
“Bsact Cls.for point estimate-Blthe. Silla Casells mathod.

Ne=# in microbiotogically evalnabls patients in' exch trestmient group.
n=5 of pathogens wath cssociated Jovorable gasessment ot TOC.
m=Number of pathogens with an asesssment i at TOC

for 41 of these bacteyamias: 18 in the ertapenem group, and 23 in the. coftrias-
one- group. Fmamemmobmbgimlrwm observed in 16/18 (88.9%)
in the ertspenem group; and 21/23 (91.3%) in the ceftrisxone group. Alth ogh

a:

onfmgusand. symptoms of intolernpee (t.e.,&ythema,mdumtm, pain, tender-.
ness, warmth, swelling; -ulceration, hlebitis) at:the local site of infusion. The
intensity ratings and rating criteria used to assess:the tolerability symptoms sre:
deseribed in Tahle 11. All subjects who received st least 1 dose of study therapy-

16




Table 11: Mtensity rai hnguxtmfmmmgsmmqufm.
mb:i]i atlocaladmin}smiunm }

,'Mild memamofmorwmy butxtm«mlgta!emtd

C]lnimICumRates mmwommdﬁminmwm
(extapenexn minus: ceftriaxone) in the clinically evaluzble {per-protocol) patient.
_. : pnlatmn at: TOC was: 1% (92.3% E1681182] for .ertapenem; 91.3% [184/201]
} ;- whnmm)mtha%%ﬁaf—i&%mmmthﬁammdmcﬂm
ratesmthemodaﬁedmtent-to—hmt(&ﬂ‘l’[‘) mmdatxmntTOCm—?% (801%
(189/238] for ertapenem; 82.1% {205/250] for ceftriaxone) with a 5% CI of -

17




Severe intepsity during intravenonstherapy I the traated population

local reaction symptoms of moderate to
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(85% CT[67.5%, 9B.0%]) in the'
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ertapenem group, 41 21/23 (91.3%) (95% C1[73.2%, 98.4%]) inithe ceftriaxona
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